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DETAILED ACTION 



1 . Claims 1 -3 7 are pending. 

2. Applicant's election with traverse of Group I, (Claims 1-30 and 32-35), drawn to a method of 
treating IgE-related disease comprising administering to a patient a therapeutically effective 
amount of an NNT-1 inhibitor, filed 2/25/02, is acknowledged. The traversal is on the grounds 
that (1) the method of Group I drawn to a method of treating using the NNT-1 inhibitor selected 
from a certain defined class of agents, (2) the method of Group II drawn to a method of 
diagnosing an IgE related disease using the NNT-1 inhibitor selected from a certain defined class 
of agents and (3) the searches for Group I and Group II would substantially overlap and impose 
no burden. This is not found persuasive because of the reasons set forth in the restriction mailed 
1 1/26/01. Inventions of Groups I-II are unrelated. Inventions are unrelated if it can be shown 
that they are not disclosed as capable of use together and they have different modes of operation, 
different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the instant case, the 
methods of treating (Group I) with distinct class of agents such as antagonist antibody, 
polypeptide, fusion polypeptide, soluble receptor proteins, anti-sense versus the method of 
diagnosing (Group II) using distinct products as recognized by applicant as a "defined class of 
agents" differ the with their respect to their process steps and endpoints. Therefore, they are 
patentably distinct. Further, the method of treating versus the method of diagnosing differs with 
respect to their Class and subclass. A search of Group I will not encompass Group II. It is a 
burden to search more than one invention. Therefore, the requirement of Group I (Claims 1-30 
and 32-35) and Groups II-III is still deemed proper and is therefore made FINAL. 

3 . Claims 3 1 and 36-37 are withdrawn from further consideration by the examiner, 37 
C.F.R. 1.142(b) as being drawn to non-elected inventions. 

4. Claims 1-30 and 32-35 are being acted upon in this Office Action. 

5. The drawings, filed 8/16/01, are not approved. Please see enclosed PTO 948, Notice of 
Draftsperson's Patent Drawing Review. Appropriate action is required. 
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6. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

7. Claims 1-30 and 32-35 are rejected under 35 U.S.C. 1 12, first paragraph, as containing subject 
matter which was not described in the specification in such a way as to enable one skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. 

The specification discloses only NNT-1 treatment increases antigen specific IgE in mice 
induced with anti-KLH and in NNT-1 transgenic mice (See pages 37-38 of the specification) and 
detection of anti-KLH IgE in in vitro (page 39). The specification discloses only a human NNT-1 
polypeptide comprising the amino acid sequence of SEQ ID NO: 2 and a mouse NNT-1 
polypeptide comprising the amino acid sequence of SEQ ID NO: 5 which encode by the 
polynucleotides of SEQ ID NO: 1 and 3, respectively. The specification on pages 17-18 defines 
the term NNT-1 inhibitor is any agent which is capable of inhibiting the production, activity, or 
expression of NNT-1 polypeptide and/or its receptor, including but not limited to ribozymes, and 
small molecules. The term "selective binding agents" refers to any molecule which a capable of 
specifically binding to an NNT-1 polypeptide, fragment, derivative or variant thereof or the NNT- 
1 receptor such as antibodies, derivative thereof, polypeptides, fusion polypeptides, part peptide, 
part antibody, soluble receptor proteins, small molecules, anti-sense oligonucleotides and other 
molecules having binding specificity. The specification defines the term "biological active 
fragment" on page 1 1 is any fragment from 1-20 amino acids from either the C-terminus or the 
N-terminus or both termini of the NNT-1 polypeptide that has qualitatively a substantially similar 
type of biological activity such as the ability to act as a growth factor for neurons and increases T 
and B cell production as the full length mature NNT-1 polypeptide where the activity is at least 
50% of the activity of the fall length polypeptide. The specification on page 12 defines the term 
"variant" as any NNT-1 polypeptide having one or more amino acid substitutions, deletions, and 
additions, any NNT-1 variants may have from 1 to 100 or more than 100 amino acid 
substitutions, insertions, additions and/or deletion. 

However, the specification does not teach how to make and use (1) any NNT-1 inhibitor 
such as NNT-1 polypeptide or its receptor, ribozymes, small molecule, anti-sense 
oligonucleotides and other molecules having binding specificity toward NNT-1 polypeptide for a 
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me thod of treating any IgE-related d 1S ease such as allege rhintts, eczema, dermatitis, polling 
dermatitis, anaphylactic shock, and asthma, compnsmg administering to a patent a 
therapeutically effective amount of any NNT-1 inhibitor, any NNT-1 inhibitor is capable of 
inhibiting to at least one polypeptide comprising the ammo add sequences of SEQ ID NO. or 5, 
any NNT-1 inhibitor is capable of inhibiting binding to at least one polypeptide encoded by a 
nucleic aad sequences of SEQ ID NO: 1 or 3, any NNT-1 inhibitor is capable of binding to a 
biologically active fragment of at least one polypeptide comprising the amino acid sequences of 
SEQ ID NO- 2 or 5 or at least one polypeptide encoded by a nuclek acid sequences of SEQ ID 
NO- 1 or3 any NNT-1 inhibitor is capable of inhibiting the binding of ^naturally occurnng 
variant of polypeptides mentioned above, any NT-1 inhibitor rs an NNT-1 expression modulator, 
any NNT-1 inhibitor is any selective binding agent, any NNT- 1 inhibitor is any selective binding 
agent wherein the selective binding agent is any antibody or fragment thereof, any humanized 
antibody or fragment thereof, any antibody or fragment thereof having any human amino aad 
sequence, any antibody or fragment thereof having any human amino acid sequence and chemical 
modifications, any monoclonal antibody or fragment thereof, any polyclonal antibody or 
fragment thereof, any chimeric antibody or fragment thereof, any CDR-grafted antibody or 
fragment, any bispecific, single chain or heteroantibody or fragment thereof, any selective 
binding agent mentioned above further comprises any variable region fragment, any Fab, Fab , or 
F(ab) fragment, any selective binding agent mentioned above further comprises any Fc fragment, 
any selective binding agent mentioned above is bound to a detectable label, any selective bmdmg 
agent mentioned above is produced from any hybridoma for a method of treating any IgE disease, 
(2) a method of modulating IgE levels in a patient comprising administering to said patient a 
therapeutically effective amount of any NNT-1 selective binding agent, (3) the said method 
wherein the selective binding agent is any antagonist antibody, (4) the said method wherem the 
selective binding agent reduces or inhibit, the expression, activity or production of any NNT-1, 
(5) the said method wherein any NNT-1 selective binding agent reduces or inhibits the in v*vo 
level of any NNT-1, (6) the said method wherein the level of IgE is inhibited, decreased or 
ameliorated, (7) a method of treating any allergic disease comprising administering to a patent a 
therapeutically effective amount of any NNT-1 inhibitor mentioned above, (8) the said method 
wherein the allergic disease is any type I allergic disease such as allergic rhinitis, eczema, 
dermatitis, pollinosis, and asthma, (9) a method of using any NNT-1 inhibitor mentioned above to 
modulate the levels of IgE in a patient, (10) amethod of "preventing" any IgE-related disease 
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comprising administering to a patient a therapeutically effective amount of any NNT- 1 inhibitor 
mentioned above and (1 1) the said method whereui the NTT-1 inhibitor is any antagonist 
antibody, any soluble receptor protein or any expression modulator. 

There 1S no structure associated with the phrase "NNT-1 inhibitor" Given the infinite 
number of undisclosed "NNT-1 inhibitor" as encompassed by the claims, there is insufficient 
guidance and working examples as to which undisclosed "NNT-1 inhibitor" would be useful for 
treating, preventing or modulating any disease such as allergic disease mentioned above. Further, 
there is insufficient guidance and working examples as to which ammo acid residue within the 
NNT-1 polypeptide of SEQ IN NO: 2 or 5 and fragment thereof mentioned above can be added, 
deleted substitute and chemically modified and whether the resulting polypeptide, or fragment 
thereof would maintain the structure and function as NNT-1 of SEQ ID NO: 2 and 5, in turn, for a 
method of treating any IgE related diseases mentioned above, or modulating IgE levels m a 
patient Finally, there is no disclosure of the polypeptide of any NNT-1 receptor, any nucleic acid 
encoding said NTT-1 receptor. Given the lack of in vivo treatment of any IgE-related disease 
using any undisclosed NNT-1 inhibitor, it follows that the method of preventing any disease such 
as type I allergic, IgE-related disease mentioned above is not enabled. 

Ngo et al teach that the amino acid positions within the polypeptide/protein that can 
tolerate change such as conservative substitution or no substitution, addition or deletion which are 
critical to maintain the protein's structure/function will require guidance (See Ngo et al., 1994, 
The Protein Folding Problem and Tertiary Structure Prediction, pp. 492-495). Further, there are 
no in vivo working examples to demonstrate any "NNT-1 inhibitor" mentioned above would even 
bind specifically to the NNT-1 polypeptides of SEQ ID NO: 2 or 5, let alone using it to treat any 
IgE related disease, to suppress, inhibit or modulate the levels of IgE in a patient. In the absence 
of in vivo working examples, it is unpredictable for the following reasons: (1) the polypeptide or 
fragment thereof may be inactivated before producing an effect, i.e. such as inherently short half- 
life of the polypeptide or peptide; (2) the polypeptide or peptide may not reach the target area; 
and (3) other functional properties, known or unknown, may make the polypeptide or peptide 
unsuitable for in v/vo therapeutic use. Therefore, it would require undue experimentation of one 
skilled in the art to practice the claimed invention. Seepage 1338, footnote 7 of Ex parte 
Aggarwal, 23 USPQ2d 1334 (PTO Bd. Pat App. & Inter. 1992). 

With regard to NNT-1 inhibitor is an antagonist antibody, the specification fails to 
provide guidance (the specific amino acid sequence, binding specificity, the epitope to which the 
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antibody binds) as how to make such - — , activity for a metiiod of treating 

anv disease such as type I allergic disease mentioned above. 

any ^ ^ teach that antibody epitopes (B cell epitopes) are not linear and are comprised 

oicompi e particular) Immunization 

confonnanontnatcontributetobindingCSeeKubylSHpage. , P . flci 

tna, diffel from the antibody specificity directed against the native ..U-lengU, polypep*. 

L .00 amino acid substitutions insertions, addmons or demons and fragment thereof will have 

„*. amino acid sequence of SEQ ID NO: 2 or 5. Farmer, mere arc on in vivo working 
examples to demonstrate any of me undisclosed antibody mentioned above would inhibit, 
modulate l g E levels, in mm, for a method of treating IgE-related disease mentioned above. 

* -370 pa« teaches that me inherent problem with chimeric antibody has been a loss 
of affinity for the armgen, wh.cH means more anubody win have to be injected m«o a P»en. * 
higher JL and greater risk of adverse effects such as serum sickness (See column lin , -27, 
inparticuiar). .the absence of m vivo working examples, » is unpredicable for me fo ^ 
JL* (.) the antibody may be maetivated before pricing - effect, i.e. 
short half-life of the antibody; (2) the antibody may no. reach the target area; and (3) other 
functional properties, known or unknown, may make me antib* unsuitable for * w» 

treatment. tc „ A , « 

With regard ,0 NNT-1 inhibitor is a "soluble receptor protein" or small molecule , 
applicant has no, identified or isolatod me receptor to whichtiie claimed NNT-1 polypeptide 
T2 Further, there is no guidance as the amino acid science of any ofthe NNT-1 polypeptide 
receptor in the specification as filed. There are no in vivo working examples of treating any 
disease such as IgE related disease mentioned above comprising administering to a patient a 
therapeutically effective amount of »„, solubleNNT-I receptor or smal! molecule. Since the 
soluble NNT-1 receptor has no, been identified and the effectiveness of its antagonistic activity 
Has no, been demons.ra.ed, i. follows ma, me metiiod of treating lgE-rela.ed disease men,.oned 
above, or inhibiting or modulating the levels of IgE is not enable. 
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Debets et al teach that soluble receptors provide a natural source of highly selective 
cytokine inhibitors. However, apart from antagonizing cytokine activity, soluble receptors can 
also agonize cytokine activity thereby acting as "double-edged sword" (See page 456, column 3, 
Receptors, in particular). In an animal model for acute bronchial eosinophila, which is an Un- 
related disease, eosinophils (as a consequent of IgE increase) could be inhibited effectively usmg 
soluble IL-5 receptor (sIL-5R). However, sIL-4R superinduces IgE responses, even up to 3ug/ml 
of SIL-4R does not block the IL-4 induced synthesis of IgE (See page 457, column 1, last 
paragraph, bridging column 2, first paragraph, in particular). Debets et al further teach that the 
"double-edged sword" paradigm also applies to antibody against cytokine. Small complexes 
between such antibodies and cytokines are unable to activate complement and do not precipitate 
in vivo but are active as inflammatory complex (See page 547, column 3, second full paragraph, 
in particular). As with small molecule such as non-peptide antagonist, the only effective 
antagonist today has been isothiazolone, which interferes with IL-5 binding to its receptor (See 
page 456, column 3, second full paragraph, in particular). Given the indefinite number of 
undisclosed NNT-1 inhibitor, the lack of guidance and working examples, predicting which 
undisclosed soluble NNT-1 receptor would be useful for treating and preventing IgE-related 
disease mentioned above is unpredictable. 

With regard to NNT-1 inhibitor is any "ribozyme", or "anti-sense oligonucleotide" that 
inhibits the expression, activity or production of any NNT-1, the specification as filed fails to 
provide any guidance as how to make and use any ribozyme, anti-sense oligonucleotide or small 
molecule mentioned above for inhibiting the expression, activity or production of any NNT-1 as a 
method of treating any or preventing any IgE-related disease mentioned above. There is a lack of 
in vivo working examples of using any "NNT-1 inhibitor" mentioned above. A ribozyme, or anti- 
sense oligonucleotide in the absence of in vivo data is unpredictable for the following reasons: (1) 
the stability and the expression levels of NNT-1 in vitro and in vivo has not been demonstrated; 
(2) the potential for adverse host immune response to said ribozyme, anti-sense oligonucleotide or 
small molecule has not been addressed; (3) the mode of administration or delivery of said NNT-1 
inhibitor such as "ribozyme", or "anti-sense oligonucleotide" to the specific cell type have not 
been addressed; (4) the binding specificity of said NNT-1 inhibitor to specific cell types and (5) 
the "prevention" of IgE-related disease has not been demonstrated using any NNT-1 inhibitor 
mentioned above. 
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Verma et al teach that the inherent difficulties of gene therapy is the inability to deliver 
genes efficiently to the nght type of cell, obtaining sustained expression or the lack thereof of the 
therapeutic protein without triggering the host immune responses (See page 239, in particular). 
Given the lack of guidance as to the specific nucleotide sequence and working examples, 
predicting which undisclosed NTT-1 inhibitor such as nbozyme, anti-sense oligonucleotide or 
small molecule mentioned above would be useful for treating and preventing IgE-related disease 

mentioned above is unpredictable. 

For these reasons, it would take an undue amount of experimentation for one skilled in 
the arttopracticethe claimed invention. Seepage 1338, footnote 7 of Ex parte Aggarwal, 23 
USPQ2d 1334 (PTO Bd. Pat App. & Inter. 1992). 

8 Claims 1-30 and 32-35 are rejected under 35 U.S.C. 1 12, first paragraph, as containing subject 
matter which was not described in the specification in such a way as to reasonably convey to one 
skilled in the relevant art that the inventor, at the time the application was filed, had possession of 
the claimed invention. 

The specification does not provide adequate written description of the claimed invention. 
The legal standard for sufficiency of a patent's (or a specification's) written description is 
whether that description "reasonably convey to the artisan that the inventor had possession at the 
time of the ...claimed subject matter", Yas-Cath, Inc. V. Mahurkar, 19 USPQ2d 1111 (Fed. Cir. 
1991). In the instant case, the specification does not convey to the artisan that the Applicants had 
possession at the time of invention of the claimed method of treating and preventing any IgE- 
related disease comprising administering to a patient a therapeutically effective amount of any 
NNT-1 inhibitor. 

The specification does not reasonably provide a written description of (1) any NNT-1 
inhibitor such as NNT-1 polypeptide or its receptor, ribozymes, small molecule, anti-sense 
oligonucleotides and other molecules having binding specificity toward NNT-1 polypeptide for a 
method of treating any IgE-related disease such as allergic rhinitis, eczema, dermatitis, pollinosis, 
dermatitis, anaphylactic shock, and asthma, comprising administering to a patient a 
therapeutically effective amount of any NNT-1 inhibitor, any NNT-1 inhibitor is capable of 
inhibiting to at least one polypeptide comprising the amino acid sequences of SEQ ID NO: 2 or 5, 
any NNT-1 inhibitor is capable of inhibiting binding to at least one polypeptide encoded by a 
nucleic acid sequences of SEQ ID NO: 1 or 3, any NNT-1 inhibitor is capable of binding to a 
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biologically active fragment of at least one polypeptide comprising the ammo acid sequences of 
SEQ ID NO- 2 or 5 or at least one polypeptide encoded by a nucleic acid sequences of SEQ ID 
NO- 1 or 3 any NNT-l inhibitor is capable of inhibiting the binding of any naturally occumng 
variant of polypeptides mentioned above, any NT-1 inhibitor is an NNT-l expression modulator, 
any NNT-l inhibitor is any selective binding agent, any NNT-l inhibitor is any selective binding 
agent wherein the selective binding agent is any antibody or fragment thereof, any humanized 
antibody or fragment thereof, any antibody or fragment thereof having any human amino acid 
sequence, any antibody or fragment thereof having any human amino acid sequence and chemical 
modifications, any monoclonal antibody or fragment thereof, any polyclonal antibody or 
fragment thereof, any chimeric antibody or fragment thereof, any CDR-grafted antibody or 
fragment, any bispecific, single chain or heteroantibody or fragment thereof, any selective 
binding agent mentioned above further comprises any variable region fragment, any Fab, Fab', or 
F(ab) fragment, any selective binding agent mentioned above further comprises any Fc fragment, 
any selective binding agent mentioned above is bound to a detectable label, any selective binding 
agent mentioned above is produced from any hybridoma for a method of treating any IgE disease, 
(2) a method of modulating IgE levels in a patient comprising administering to said patient a 
therapeutically effective amount of any NNT-l selective binding agent, (3) the said method 
wherein the selective binding agent is any antagonist antibody, (4) the said method wherein the 
selective binding agent reduces or inhibits the expression, activity or production of any NNT-l, 
(5) the said method wherein any NNT-l selective binding agent reduces or inhibits the in v,vo 
level of any NNT-l, (6) the said method wherein the level of IgE is inhibited, decreased or 
ameliorated, (7) a method of treating any allergic disease comprising administering to a patient a 
therapeutically effective amount of any NNT-l inhibitor mentioned above, (8) the said method 
wherein the allergic disease is any type I allergic disease such as allergic rhinitis, eczema, 
dermatitis, pollinosis, and asthma, (9) a method of using any NNT-l inhibitor mentioned above to 
modulate the levels of IgE in a patient, (10) a method of "preventing" any IgE-related disease 
comprising administering to a patient a therapeutically effective amount of any NNT-l inhibitor 
mentioned above and (1 1) the said method wherein the NTT-1 inhibitor is any antagonist 
antibody, any soluble receptor protein or any expression modulator. 

The specification discloses only NNT-l treatment increases antigen specific IgE in mice 
mduced with anti-KLH and in NNT-l transgenic mice (See pages 37-38 of the specification) and 
detection of anti-KLH IgE in in vitro (page 39). The specification discloses only a human NNT-l 
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polypeptide comprising the amino add sequence of SEQ ID NO: 2 and a mouse NNT-1 
polypeptide comprising the amino acid sequence of SEQ ID NO: 5 which encode by the 
polynucleotides of SEQ ID NO: 1 and 3, respectively. There is insufficient written description 
about the structure associated with function of any NTT-1 inhibitor for treating any disease such 
as Type I allergic disease mentioned above. One of skill in the art would reasonably conclude 
that the disclosure fails to provide a representative number of species to describe the genus. Thus, 
Applicant was not in possession of the claimed genus. See University of California v. Eli Lilly 
andCo.43USPQ2dl398. 

Applicant is directed to the Revised Interim Guidelines for the Examination of Patent 
Applications Under the 35 U.S.C. 1 12, 1 1 "Written Description" Requirement, Federal Register, 
Vol. 66, No. 4, pages 1099-1 1 1 1, Friday January 5, 2001. 

9 The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter, which the applicant regards as his invention. 

10 Claims 2, 6-7 and 14 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

The recitation of "SEQ ID NO: 4" in claim 2 is indefinite and ambiguous. The 
specification discloses SEQ ID NO: 4 is a DNA and not an amino acid sequence. 

The recitation of "having a human amino acid sequence" in claims 6-7 is ambiguous and 
indefinite. As written, it is not clear which specific human amino acid sequence applicant intends 
to claim. One of ordinary skill in the art cannot appraise the metes and bounds of the claimed 
invention. 

The recitation of "human chemical modification" in claim 7 is indefinite and ambiguous. 
One of ordinary skill in the art cannot appraise the metes and bounds of the claimed invention. 



1 1 . Claims 1 -30 and 32-35 are free of prior art. 



12. 



No Claim is allowed. 
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Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to "Neon" Phuong Huynh whose telephone number is (703) 308-4844. The examiner 
can normally be reached Monday through Friday from 9:00 am to 6:00 p.m. A message may be 
left on the examiner's voice mail service. If attempts to reach the examiner by telephone are 
unsuccessful, the examiner's supervisor, Christina Chan can be reached on (703) 308-3973. Any 
inquiry of a general nature or relating to the status of this application should be directed to the 
Technology Center 1600 receptionist whose telephone number is (703) 308-0196. 

14. Papers related to this application may be submitted to Technology Center 1600 by facsimile 

transmission. Papers should be faxed to Technology Center 1600 via the PTO Fax Center located 
in Crystal Mall 1 . The faxing of such papers must conform to the notice published in the Official 
Gazette, 1096 OG 30 (November 15, 1989). The CM1 Fax Center telephone number is (703) 
305-7401. 



Phuong N. Huynh, Ph.D. 
Patent Examiner 
Technology Center 1600 
May 20, 2002 
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